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DETAILED ACTION 
Status of the Application 

Receipt of the Response after Non-Final Office Action, the Amendment and Applicant's 
Arguments/Remarks, all filed 07/1 1/07 is acknowledged. 

Applicant has overcome the following rejection(s) by virtue of the amendment and/or 
persuasive remarks: (1) The 35 U.S.C. 103(a) rejection of claims 1, 3-17 and 19-21 as being 
unpatentable over Kouchiwa et ah (EP 0 264 259) in view of Chen et al. (U.S. Pat. No. 
6,544,556 Bl) has been withdrawn; (2) The 35 U.S.C. 103(a) rejection of claims 1, 3-17 and 19- 
21 as being unpatentable over GB 747,293 in view of Chen et al. (U.S. Pat. No. 6,544,556 Bl) 
has been withdrawn; (3) The 35 U.S.C. 103(a) rejection of claims 1, 3-17 and 19-21 as being 
unpatentable over Phillips I (U.S. Pat. No. 5,840,737) in view of Phillips II (U.S. Pat. No. 
6,489,346) has been withdrawn 

Claims 1, 3-17 and 19-21 are pending in this action. Claims 1, 9-11 and 14 have been 
amended. Claims 2 and 18 have been previously cancelled. Claims 1, 3-17 and 19-21 remain 
rejected. 

Claim Rejections - 35 USC § 102 
The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 
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Claims 1, 3-17 and 19-21 are rejected under 35 U.S.C. 102(e) as being anticipated by 
Phillips (U.S. Pat No. 6,489,346). 

The instant invention is drawn to a solid non-enterically coated pharmaceutical 
formulation comprising: (a) a therapeutically effective amount of at least one acid labile 
pharmaceutical compound; and (b) a pharmaceutically acceptable protectant comprising (i) a 
water-soluble acid neutralizer; and (ii) a water-insoluble acid neutralizer. 

Phillips II ('346) teaches a non-enteric coated solid pharmaceutical composition 
comprising a non-enteric coated proton pump inhibitor in a pharmaceutically acceptable carrier 
and at least one buffering agent and a method for treating acid-related gastrointestinal disorders 
comprising administering to a patient the non-enteric coated solid pharmaceutical composition. 
The pharmaceutically acceptable carrier comprises a bicarbonate salt of a Group IA metal and a 
carbonate salt of a Group IA metal (see Abstract; Claims); (col. 11, lines 36-44); (col. 13, line 47 
-col. 14, line 26). 

Phillips II teaches that mixtures of the buffering agents can be utilized (column 13, lines 
47-53). Suitable buffering agents disclosed include sodium bicarbonate, potassium bicarbonate, 
magnesium hydroxide, aluminum hydroxide, aluminum hydroxide/sodium bicarbonate co- 
precipitate, sodium carbonate and calcium carbonate (see col. 13, line 63 - col. 14, line 14); (col. 
17, lines 58-60). 

The non-enteric proton pump inhibitors include a substituted benzimidazole of 
lansoprazole or an enantiomer, isomer, derivative, free base or salts thereof (see Abstract). 
The instant invention is anticipated by Phillips. 
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Claim Rejections - 35 USC § 103 
The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Claims 1, 3-17 and 19-21 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Phillips (U.S. Pat. No. 6,489,346), 

The instant invention is drawn to a solid non-enterically coated pharmaceutical 
formulation comprising: (a) a therapeutically effective amount of at least one acid labile 
pharmaceutical compound; and (b) a pharmaceutically acceptable protectant comprising (i) a 
water-soluble acid neutralizer; and (ii) a water-insoluble acid neutralizer. 

Phillips ('346) teaches a non-enteric coated solid pharmaceutical composition 
comprising a non-enteric coated proton pump inhibitor in a pharmaceutically acceptable carrier 
and at least one buffering agent and a method for treating acid-related gastrointestinal disorders 
comprising administering to a patient the non-enteric coated solid pharmaceutical composition. 
The pharmaceutically acceptable carrier comprises a bicarbonate salt of a Group IA metal and a 
carbonate salt of a Group IA metal (see Abstract; Claims); (col. 11, lines 36-44); (col. 13, line 47 
-col. 14, line 26). 

Phillips teaches that mixtures of the buffering agents can be utilized (column 13, lines 47- 
53). Suitable buffering agents disclosed include sodium bicarbonate, potassium bicarbonate, 
magnesium hydroxide, aluminum hydroxide, aluminum hydroxide/sodium bicarbonate co- 
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precipitate, sodium carbonate and calcium carbonate (see col. 13, line 63 - col. 14 5 ]ine 14); (col. 
17, lines 58-60). 

The non-enteric proton pump inhibitors include a substituted benzimidazole of 
lansoprazole or an enantiomer, isomer, derivative, free base or salts thereof (see Abstract). 

The instant invention, when taken as a whole, would have been prima facie obvious 
given the teachings of Phillips, Phillips teach a non-enterically coated formulation that uses both 
water-soluble as well as water-insoluble acid neutralizes, that function to protect the PPI from 
acid degradation. Thus, the bioavailability of the proton pump inhibitor is preserved to provide 
for the effective treatment and/or prevention of gastric acid related disorders. 

Pertinent Art: 

The prior art made of record and not relied upon is considered pertinent to Applicants 
disclosure: 

US Patent No. 4,786,505 (Lovgren et al) 1 1-1988 



Response to Arguments 
Applicant's arguments filed 07/11/07 have been fully considered but were not found 
persuasive. 

- 35 U.S.C. S102(e) rejection of claims 1, 3-17 and 19-21 over Phillips II (US 
6,489,346) : 

Applicant argued, "The Phillips II reference merely provides a generic laundry list of 
possible buffers but in no way discloses or even suggests that the combination of (i) a water- 
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soluble acid neutralizer and (ii) a water-insoluble acid neutralizer can be used to achieve the 
protectant qualities of the combined acid neutralizers. In particular, the Phillips II reference 
states that " [A] 1 though sodium bicarbonate is the preferred buffering agent employed in the 
present invention to protect the PPI against acid degradation, many other weak and strong bases 
(and mixtures thereof) can be utilized" (col. 13, lines 47-50). Furthermore, Phillips II 
discloses that any weak or strong base, individually or in mixtures, administered when 
formulated or delivered, (e.g. before, during or after), the PPI, can be used to preserve the 
bioavailability of the PPI. (col. 13, lines 50-56). A generic listing of strong and weak bases 
that may be used as possible buffers is then disclosed (col. 13, lines 63 through col. 14, line 
14). The Phillips II reference fails to disclose or suggest the specific combination of both 
a water-soluble acid neutralizer and water-insoluble acid neutralizer for use as a 
pharmaceutically acceptable protectant." 

Applicant's arguments have been fully considered, but were not persuasive. Phillips 
discloses the use of buffering agents such as preferred sodium bicarbonate as well as other weak 
and strong bases and mixtures thereof that function to protect the PPI against acid degradation. 
Thus, Applicant's argument that the reference "fails to disclose the specific combination of both 
a water-soluble and water-insoluble acid neutralizer" was not persuasive since the selective list 
of buffering agents that can be employed in the pharmaceutical composition includes both water- 
soluble and water-insoluble buffering agents. The reference clearly provides for the use of at 
least one buffering agent and mixtures of buffering agents, of which water-soluble and water- 
insoluble acid neutralizers are disclosed. Thus, Applicant's arguments were not persuasive. The 
§ 102(e) rejection has been maintained herein. 



■ 35 U.S.C. §103(a) rejection of claims 1, 3-17 and 19-21 over Kouchiwa et al. 
(EP 0264259) in view of Chen et al. (USPN 6,544,556) : 

Applicant argued, "The invention as disclosed in the '259 patent is directed to a 
pharmaceutical composition containing dihydropyridines for the treatment of circulatory 
diseases. There is no mention of an acid-labile compound throughout the '259 patent, nor is there 
any suggestion of the use of acid neutralizing compounds, either individually or in combination, 
as required by the present invention. The '259 patent merely suggests the incorporation of 
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sodium carbonate, sodium hydrogen carbonate, calcium carbonate and/or calcium carbonate 
but provides no underlying basis except to stabilize the compound. There is no suggestion 
or reference to neutralizing acid or treating any sort of gastric acid-related diseases within the 
'259 patent. Moreover, the invention as disclosed in Chen et al. is specifically directed to an oral 
dosage form comprising an therapeutically effective amount of an NSAID and a PPI, wherein the 
PPI is enterically coated (see col.. 3, line 55-61). The focus of Chen et al. lies in 
protecting the PPI from coming in contact with acidic conditions, and accordingly focuses 
on providing an enteric coating around the PPI. In view of the claims as presently amended, the 
present invention specifically provides a non-enterically coated formulation that includes the 
combination of (i) a water- soluble acid neutralizer and (ii) a water-insoluble acid neutralizer. 
Chen et al. specifically requires an enteric coating, at least in association with the PPI, in order to 
sufficiently protect the PPI from acidic conditions. Thus, because Chen et al. require the use of 
an enteric coating, Chen et al. teach away from the present invention through the use of such a 
coating. In contrast, in the present invention, the combination of the (i) water-soluble acid 
neutralizer and (ii) water-insoluble acid neutralizer as required by the present invention 
serves to protect the acid-labile compound from the acidic environment of the stomach. 
The combination of the acid neutralizers eliminates the need for an enteric coating, 
accordingly rendering the primary purposes of the Chen et al. invention moot." 

Applicant's arguments have been considered and were found persuasive. Accordingly, 
the 103(a) rejection over '259 in view of '556 has been withdrawn . 

■ 35 U.S.C. 3103(a) rejection of claims 1, 3-17 and 19-21 over GB 747,293 in 
view of Chen et al. OJSPN 6,544,556) : 

Applicant argued, "As discussed previously herein, Chen et al. discloses enterically 
coated compounds, wherein the enteric coating is used to protect the PPI from acid degeneration. 
In contrast, the present invention does not require the use of an enteric coating. Accordingly, 
Applicants submit that there simply is no motivation or suggestion to combine Chen et al. with 
the '293 patent, since Chen et al. employs an altogether different method to protect a proton 
pump inhibitor. Moreover, the '293 patent simply does not teach the combination of a water- 
soluble acid neutralizer and water-insoluble acid neutralizer. Chen et al. teaches a solid 
enterically coated proton pump inhibitor, whereas the '293 patent teaches a liquid composition 
that includes generic acid neutralizers. Accordingly, there is no motivation or even suggestion to 
combine these two references to achieve the present invention of a solid non-enterically 
coated pharmaceutical formulation comprising an acid-labile compound and a combination 
of a water-soluble acid neutralizer and a water-insoluble acid neutralizer." 

Applicant's arguments have been considered and were found persuasive. Accordingly, 
the 103(a) rejection over '293 in view of '556 has been withdrawn . 
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■ 35 U.S.C. 8103(a) rejection of claims 1, 3-17 and 19-21 over Phillips I (US 
5,840.737) in view of Phillips II (US 6,489,346) : 

Applicant argued, "The Phillips I reference specifically provides an enterically-coated 
formulation whereas the Phillips II reference provides a non-enterically coated formation. 
Accordingly, each of these proposed inventions are distinct from one another and one skilled in 
the art would not be motivated to combine these references based on the underlying opposite 
principles. Moreover, as previously suggested, Phillips II merely provides a laundry list of 
weak and strong bases that may be used as buffers but does not specifically teach the 
combination of (i) a water-soluble acid neutralizer and (ii) a water-insoluble acid neutralizer. 
Accordingly, there is not motivation to combine these references to achieve the present 
invention." 

Applicant's arguments have been considered and were found persuasive. Accordingly, 
the 103(a) rejection over '737 in view of '346 has been withdrawn . 



Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
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however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

—No claims are allowed at this time. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Humera N. Sheikh whose telephone number is (571) 272-0604. 
The examiner can normally be reached on Monday, Tuesday, Thursday and Friday during 
regular business hours. (Wednesdays - Tele work). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward, can be reached on (571) 272-8373. The fax phone number for 
the organization where this application or proceeding is assigned is (571) 273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http ://pair-direct . uspto . gov . Should you have any questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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